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Zinzyme Sensor Molecule for detection of Nucleic Acid 

stem I stem II 

\ / 

5 ' - NNNNNNGNNN N N 

reporter Tag-Nkkkh^nh^ 

reporter ^ 5 1 -NNNNNY ^G T , 

molecule i 

(SEQ ID NO. 22) \ Zinzyme Sensor Molecule 

\ (SEQ ID NO. 23) 

stem III 



Inactive Zinzyme sensor/ 
reporter molecule complex 

(SEQ ID NO. 49) 

Tag- NNNN ^CNNNNN - 5 1 



5 ' -NNNNNY 



G G A r 



U 



gg a 

(SEQ ID NO. 24) 

Target Signaling 
Molecule 




Target Signaling 
Molecule 
(SEQ ID NO. 25) 




NNNNRGNNNNN 

-NNNNNY^ r (SEQ ID IN 

GG A 



Active Zinzyme sensor/ 
reporter molecule complex 



NNNNRGNNNNN 



Stem-loop III of HCV (SEQ ID NO. 26) 
Active HCV Zinzyme sensor/ 
reporter molecule complex 

(SEQ ID NO 27) 



GGUCCUUUCUUGGAUAAACCC 
Tag- AiAAoCUAXJUUGGG -5 ' 

* ** ** 



N 



NNNNNY n 
N N NNNNNR U GG Jr 



catalysis results in 
release of Tag-AGAAC 
for detection 



Zinzyme sensor can be attached to solid support/surface, 
for example at the 5 1 -end 



FIG. 19 



Zinzyme Sensor Molecule for detection of Protein 

stem I stem II 

\ y\ zinzyme Sensor Molecule 
5 ' - NNNNNNGNNN N N 
reporter Tag-NNNW$™ N N (SEQ ID NO. 23) 

A ,^„, a ^ 5 ' -NNNNNY A G. T 

(SEQ ID NO. 22) ^ ^ 

stem III 

rna sequence that binds a Protein interaction 

clinically relevant protein 

biological sample f \. 




5 1 - NNlpPjIN<5'jNN 14 N\ conta i n i n g target s.-nnnnniI ) 
Tag- M^mjB^ protein Tag- Mhl^J 

nnnnM u u GgJ G Mm&\ G £ 
rtpSerlo^cule Activated/ Inactivated Complex 

complex 

Sensor/ reporter complex for 
detection of HCV core protein 



g aGu a OU 



5 ' - nnnnnngagcc gcg g 

Tag-NNNNNigtte^ g c6c ug 
' - NNNNNY 6 n AGtt AA 

iWini^ uC u GgA g 

HCV Zinzyme sensor with 

loop HID of HCV q 
/directs the binding of HCV q a u A tjU 

Tag- JWIWWCnnnnnnNNNUGGG^ qGGCug 
• -NNNNNY 0 \ A A 



(SEQ ID NO 28) 



-NNNNNX-- « r . T 

iribUUUpSi ^g 

G G A 



HCV Zinzyme sensor with loop HID 
of HCV connected via randomized 

i— r%n linker 

FIG. C.\J (SEQ ID NO 29) 



Amplification of signal via use of protein enzyme conjugate 

target (SEQ ID NO. 31) 
I 

NNNNNNGNNN 

Ni!nHA<J^ nN -Bio tin 

(SEQ ID NO 32) 




1,1,1 i IT*~tt n 
N N NNNNNR U 



Enzyme conjugate /reporter sensor molecule 
complex can be in cis or In trans format 

target (SEQ ID NO 31) 
I 

NNNNNNGNNN 



N NNNNNNy G - GA G 0 (SEQ ID NO. 33) 



no target 



NNNNNCNW NN -biotin 

nNnnnnny^ 

uncleaved (SEQ ID NO. 32) 



Trapped in column 




Avidin, streptavidin, 
neutravidine column 




f hig h turnover 


j nnnnnQ^nn nn 


Ip ro tein enzyme 


/NN NNNNNy G c ^ A G„ 




N N NNNNNR U Ifc^G 




(SEQ ID NO. 32) 


— NNNNN 





Assay column eluent to determine enzyme 
activity proportional to sensor molecule 
activity. 

FIG. 22 



Ligase Sensor Molecule with enzymatic reporter 



target 



sensor 




1 


f Reporter molecule wherein 




1 N Is a nucleic acid or 




hi oligonucleotide f and is 


< 


optionally absent 


linker 







Ligase activity 
Extensive washing of surface 
}f Detection 

target 



sensor 



linker 




Alternatively, a fluorescent or chemi luminescent based 
reporter molecule is used. 



FIG. 23 
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Figure 33: Halfzyme Ligase 



A *- 



(SEQ ID NO: 47) 



i _ n 



pppl c 
31 I 
C-S 

y 

1 



A C 

P 



A 



A 



C- 
C- 



J 



0 



A AU y 

c II 

i n 



J 

l: 

1 

i' 



1 



A A 
(SEQ ID NO: 46) 5' C 



5' ? 
>E - A*G~C 

1 : 



i 



n i 



I 



J b i 



A 



fCGUB 



II 



A 



A G A C A" A 



0 
A 



